Background: A recently developed 10-valent pneumococcal non-typeable H influenzae protein D-conjugate vaccine (PHiD-CV) is expected to afford protection against more than two thirds of isolates causing IPD in children in Latin America, and also against acute otitis media caused by both Spn and NTHi. The objective of this study is to assess the cost-effectiveness of PHiD-CV in comparison to non-vaccination in children under 10 years of age in Argentina, Brazil, Chile, Colombia, Mexico and Peru. Methods: We used a static, deterministic, compartmental simulation model. The dosing regimen considered included three vaccine doses (at 2 months, 4 months and 6 months) and a booster dose (at 13 months) (3 + 1 schedule). Model outcomes included number of cases prevented, deaths averted, quality-adjusted life-years (QALYs) gained and costs. Discount for costs and benefits of long term sequelae was done at 3.5%, and currency reported in 2008-2009 U$S varying between countries. Results: The largest effect in case prevention was observed in pneumococcal meningitis (from 27% in Peru to 47% in Colombia), neurologic sequelae after meningitis (from 38% in Peru to 65% in Brazil) and bacteremia (from 42% in Argentina to 49% in Colombia). The proportion of predicted deaths averted annually ranged from 18% in Peru to 33% in Brazil. Overall, the health benefits achieved with PHiD-CV vaccination resulted in a lower QALY loss (from 15% lower in Peru to 26% in Brazil). At a cost of USD 20 per vaccine dose, vaccination was cost-effective in all countries, from being cost saving in Chile to a maximum Incremental Cost-effectiveness Ratio of 7,088 US$ Dollars per QALY gained. Results were robust in the sensitivity analysis, and scenarios with indirect costs affected results more than those with herd immunity. Conclusions: The incorporation of the 10-valent pneumococcal conjugate vaccine into routine infant immunization programs in Latin American countries could be a cost-effective strategy to improve infant population health in the region.
Background
Acute respiratory infections are the leading cause of death in children under 5 years of age worldwide, and around 2 million infants and young children die annually due to pneumonia [1] . The most common causative agents of bacterial pneumonia in children are Streptococcus pneumoniae (Spn) and Haemophilus influenzae; both bacteria are also responsible for many cases of sepsis, meningitis and acute otitis media (AOM) [2, 3] .
In Latin America and the Caribbean, Spn is estimated to account for 18,000 pneumococcal deaths, 327,000 cases of pneumonia, 4,000 meningitis and 1,229 sepsis each year in children aged under five years [2] . In addition, around 10.5 million episodes of AOM occur in children under 5 years of age per annual birth cohort [2, 4] , 30% of which are caused by Spn [5] and 18% per H. influenza [5] . The overall burden of pneumococcal disease in the pediatric population in the region is estimated at 600,000 Disability Adjusted Life Years [2] . However, the incidence and mortality of pneumococcal diseases vary across the countries [3] .
New conjugate vaccines have been developed that are immunogenic in children younger than 2 years of age. A recently developed 10-valent pneumococcal non-typable H influenzae protein D-conjugate vaccine (PHiD-CV) offers a broad spectrum of coverage against Spn strains including serotypes 1, 4, 5, 6B, 7F, 9V, 14, 18C, 19F and 23F. Some of these serotypes have a high prevalence in Latin America and the Caribbean. Serotype 14 accounts for 21 .1% of all invasive isolates in the region (29.1% in children under 6 years old) [6] . According to this profile, PHiD-CV is expected to afford protection against 76.5% of isolates causing invasive pneumococcal disease (IPD) in children aged < 5 years in Latin America [6] . Moreover PHiD-CV offers additional benefits since 8 of 10 vaccine strains are conjugated to protein D from non-typable Haemophilus influenzae (NTHi) and there is evidence that the vaccine induces additional protection against acute otitis media caused by both Spn and NTHi [7] .
The introduction of pneumococcal vaccination in regional routine infant immunization programs may have a highly significant impact on health budgets, particularly in developing countries where health care resources are limited. However, several other factors constrain the incorporation of new vaccines into local immunization programs [8] . The availability of accurate and reliable data therefore becomes crucial to foster decision-making based on cost effectiveness criteria. Even though initial healthcare costs may be high, delayed vaccine introduction may result in thousands of immuno-preventable disease and deaths and many years of healthy life lost. Cost-effectiveness analysis is a useful tool for assessing issues of efficiency in health care resource allocation. By comparing economic evaluation results with country-specific willingness to pay thresholds, decision makers can better evaluate costeffectiveness of health interventions at a national level.
The aim of this study was to assess the costeffectiveness of PHiD-CV in comparison to no vaccination in children under 10 years of age in six Latin American countries: Argentina, Brazil, Chile, Colombia, Mexico and Peru. In these countries, pharmacoeconomic data were required formally or informally to facilitate the decision making process of vaccine introduction and this paper was generated to address this need.
Material and methods

Model
We used a previously described static, deterministic decision tree simulation model [9] . The model was adapted to estimate the health burden and costs related to pneumococcal disease in the population under 10 years old and to determine cost-effectiveness of PHiD-CV, during one year and assuming steady state. This steady state reflects the outcomes associated with vaccination of a cohort of newborns in the current year, as well as the carry-over effects of vaccination from previous years of older cohorts. Net present value of all future costs and benefits (during each person's expected lifetime) is imputed to the steady-state population during the current year. The model used a deterministic framework to assess the impact of vaccination on the population by calculating the reduction in the incidence of disease associated with Spn and NTHi and estimated both vaccination program costs as well as total costs averted with vaccination. Four different main health outcomes were included in the model: all-cause pneumonia (hospitalized and ambulatory), all-cause AOM (including tube insertion), pneumococcal meningitis and pneumococcal bacteremia. Only cases of hospitalized IPD, which encompasses meningitis and bacteremia, were considered. Chronic hearing sequelae after AOM and chronic hearing and neurologic sequelae after meningitis were also assessed. Model framework and health events addressed were previously described in detail [9] .
The model included two different strategies: no vaccination and vaccination with PHiD-CV. We assumed vaccination coverage reached 95% of the target population. This percentage was considered adequate to estimate current national immunization coverage levels in most countries included in the analysis, as its value is similar to actual coverage rates [10] . The dosing regimen considered consists in three vaccine doses (at 2 months, 4 months and 6 months) and a booster dose (at 13 months) (3 + 1 schedule). The vaccine is considered to provide some level of protection from the first dose through the assumed duration of efficacy [9] . For the main analysis only direct effects of vaccination in children under the age of 10 years old were considered, assuming no protection against pneumococcal disease in older children and adults. As the herd immunity varies across countries with different effects, a secondary analysis [11] [12] [13] [14] estimated indirect effects of vaccination on the population (herd immunity and serotype replacement). Principal inputs to the model included epidemiological information on disease incidence, disutility and costs associated with disease events, vaccine effectiveness and costs of vaccination. Model outcomes included number of cases prevented, deaths averted, qualityadjusted life-years (QALYs) gained and costs.
Epidemiological data
Local epidemiological data were incorporated for each country to reflect country-specific context. Data were retrieved from different sources. First, we conducted two systematic reviews (bibliographic databases MEDLINE, EMBASE, LI-LACS, regional scientific meeting abstracts, national statistics and statistics from international organizations) in order to determine incidence, etiology and use of health resources for pneumonia and AOM in the pediatric population in Latin America and the Caribbean region [5, 15] . An additional literature review was conducted to obtain information not contained in prior systematic reviews for IPD. Local key opinion leaders in pediatrics infectious diseases were asked to provide bibliographic sources when available. Second, for data not found in published literature, we sought expert consensus using country level modified Delphi method [16] . Two expert panels were convened in each country, one for ambulatory and the other for hospitalized health events. Each panel comprised 6 to 8 local pediatricoriented experts who participated in two rounds of questions by mail. The selection of the physicians that accepted to participate were a convenience sample representative of the different health system subsector.
After the model was completed, epidemiological input parameters and burden of disease estimations obtained for each country were validated via review with local experts. Demographic estimates for 2008 grouped by age and gender were used for each country to convert rates into absolute numbers as required by the model [17] [18] [19] [20] [21] . In the case of Peru and Argentina, demographic estimates used corresponded to 2007 and 2006 respectively [22, 23] .
Baseline disease estimations
Burden of disease for the different health events was estimated taking into account the following inputs that were included in the model: hospitalization rates, case fatality ratios (CFRs), hospitalization ratios, and the incidence of ambulatory cases.
For all-cause pneumonia, hospitalization rates and CFRs for Brazil, Chile and Mexico were obtained from national health statistics: Sistema Único de Saúde (SUS) in Brazil [24] , National Health System in Chile (División de Planificación Sanitaria. Departamento de Estadísticas e Información de Salud. Ministerio de Salud de Chile, personal communication. April, 2009), and from the social security Instituto Mexicano del Seguro Social in Mexico (IMSS) [25] . As hospitalization rates were not available for Colombia, Peru and Argentina, estimates of all cause pneumonia were derived from mortality rates using Equation 1. In the case of Colombia and Peru mean CFR for Brazil, Chile and Mexico were applied, and it was obtained from Delphi Panel in the case of Argentina. In all countries we assumed that all deaths occurred during hospitalization, except for Peru, where only 46% of deaths were assumed to occur in hospital [26] .
Incidence of hospitalized pneumonias
¼ pneumonia mortality rate case Fatality Ratio ð1Þ
Ambulatory pneumonia cases were estimated in all countries from hospitalization rates based on the proportion of pneumonia requiring hospitalization (hospitalization ratio) provided by Delphi panels, using Equation 2.
Incidence of ambulatory pneumonias
¼
incidence of hospitalized pneumonias hospitalization ratio -incidence of hospitalized pneumonias
ð2Þ
The number of ambulatory cases of all-cause AOM for Brazil and Mexico was derived from local studies [27, 28] . Incidence rate of AOM in children under 4 years-old from Chile was obtained from a local study [29] , assuming a decrement in incidence after that age similar to that reported in Brazil. Incidence rate for Colombia, Peru and Argentina was assumed to be the mean rate of data from Brazil, Chile and Mexico. In addition, for all countries the number of myringotomy procedures due to all-cause AOM and the percentage of cases of AOM-related hearing sequelae were calculated by multiplying AOM incidence by the corresponding percentages provided by the Delphi panels.
For IPD, only hospitalized cases were included. The incidence of pneumococcal meningitis and pneumococcal bacteremia were estimated separately based on the incidence of all-cause IPD and the percentage of cases caused by Spn using Equation 3 . Incidence of all-cause IPD for Brazil, Chile and Mexico were obtained from same local data sources mentioned for pneumonia. Values were derived from mortality rates using Equation 1 for Colombia, Peru and Argentina. Percentage of IPD cases attributable to pneumococci, CFRs for IPD and percentage of meningitisrelated hearing and neurologic sequelae were derived from Delphi panels in all countries.
Incidence of Spn invasive disease ID
Hospitalization rates for the different diseases were extrapolated from national statistics, after adjusting for estimated population coverage. Data were obtained from the IMSS database for Mexico [19] assuming 42.2% of the population had access to social security coverage [25] . Data were collected from DATASUS database for Brazil [30] , assuming 87% coverage, (similar to mortality data [31] [33] assuming 68% coverage according to WHOSIS [32] . In the case of Argentina, mortality rates were obtained from Health Statistics and Information Department (DEIS) [22] assuming 94% coverage according to WHOSIS [32] . Tables 1 and 2 summarize the epidemiological input data included in the models.
Vaccine effectiveness
Since evidence of vaccine effectiveness against pneumonia is not available for PHiD-CV at the moment of the analysis, it was estimated using data from the Northern California Kaiser Permanente trial for the 7-valent conjugate vaccine (PCV-7) which contains seven shared serotypes [34] and assumed to be the same for all participating countries (Table 3) . Vaccine effectiveness for PHiD-CV against non hospitalized pneumonia was [25] . Estimates for Colombia, Peru, and Argentina were derived from mortality rates applying mean CFR for Brazil, Chile and Mexico. In all countries we assumed that all deaths occurred during hospitalization, except Peru, where only 46% of deaths were assumed to occur in the hospital [26] . §Cases of ambulatory pneumonia were estimated in all countries from hospitalization rates based on the proportion of pneumonia requiring hospitalization provided by Delphi panels. ll Number of cases of AOM for Brazil and Mexico were derived from local studies [27, 28] . Incidence rate for children under 4 years-old was obtained from other local study for Chile [29] ., assuming the same age decrement in the incidence rate as described for Brazil Incidence rates for Colombia and Peru were assumed to be the mean rate between Brazil, Chile and Mexico.
¶ ** The incidence of pneumococcal meningitis and of pneumococcal bacteremia were estimated separately based on the incidence of all-cause IPD and the percentage of cases caused by Spn. Incidence of all-cause IPD for Brazil, Chile and Mexico were obtained from the same sources as pneumonia. Incidence of all-cause IPD for Colombia, Peru and Argentina were derived from mortality rates. Percentage of IPD cases attributable to Spn and CFRs for IPD were derived from Delphi panels for all countries. Delphi panels in Brazil were provided with additional information from local studies. All these data were obtained from Delphi panels.
assumed to be 4.3% as it was demonstrated against clinical pneumonia [34] for PCV-7, and used as a proxy for non hospitalized pneumonia. PHiD-CV was assumed to be slightly more effective (25% effectiveness instead of 20.5% as shown in NCKP trial [34] ) than PCV-7 against radiologically confirmed pneumonia (used as a proxy for hospitalized pneumonia) based on expert opinion given that the additional serotypes covered by this vaccine are frequent agents of severe pneumonia. In the case of AOM, vaccine effectiveness was calculated based on vaccine efficacy and Spn and NTHi prevalence. The model used the distribution of Spn serotypes and NTHi pathogens to calculate the percentage of cases avoided. Because vaccine effectiveness against AOM was not available by serotype, estimation was based on efficacy against episodes due to pneumococcal types covered by the vaccine, against episodes due to non-vaccine serotypes and against AOM episodes caused by NTHi (Table 3) . Efficacy data for PHiD-CV were taken from an 11-valent version of PHiD-CV study by Prymula et al. [7] , showing a 58% and 36% efficacy to reduce vaccine covered pneumococcal serotypes AOM and NTHi episodes respectively. Although not observed in Prymula et al. study, an increase in the frequency of AOM due to non-covered pneumococcal serotypes (type replacement) was assumed for PHID-CV, as described for PCV-7 (33% increase) based on Eskola et al. [35] and expert recommendation. In addition, cross protection against AOM due to pneumococcal serotype 6A of 76% was assumed [35, 36] . Finally, maximum vaccine effectiveness was estimated as shown in Equation 4 considering the efficacy and prevalence for the three different groups of AOM pathogens. Local distribution of pneumococcal serotypes and NTHi were obtained from a meta-analysis previously cited [5, 15] . In Argentina, Chile and Mexico specific sources identified by systematic review were also consulted [37] [38] [39] .
Finally, vaccine effectiveness for reduction in myringotomy procedures was estimated by using data taken from Black et al. [40] , showing that PCV-7 was about 2.87 times more effective in preventing myringotomies than AOM episodes. PHiD-CV was assumed to have the same relative effect than PCV-7 in reduction in myringotomies.
In order to estimate vaccine effectiveness against IPD, vaccine efficacy was adjusted for differences in pneumococcal serotype distribution. Vaccine effectiveness against IPD was based on serotype-specific efficacy from a casecontrol study reported by Whitney et al. [36] for PCV-7. Equal serotype-specific efficacy was assumed for PHiD-CV as described for the shared vaccine serotypes on PCV7. The average vaccine efficacy observed against PCV-7 vaccine serotypes (94.7%) was used for the additional serotypes covered by PHiD-CV, based on expert recommendation. Vaccine efficacy for IPD was adjusted using country-specific serotype distribution provided by PAHO's Network System for the Surveillance of Bacterial Agents responsible for Pneumonia and Meningitis (SIREVA) [41, 42] (Table 3 ). In addition, cross protection against 6A and 19A serotypes was assumed for IPD, based on cross protection demonstrated in PCV-7 studies [35, 36, 43 ] a review on cross protection to 19A [44] and cross reaction demonstrated in PHiD-CV immunogenicity studies [45] .
Final vaccine effectiveness estimates were used to calculate the maximum reduction in disease among the vaccinated population (Table 3) . These estimates represent the maximum effectiveness achieved by vaccination. The model assumes that there is a period of increasing efficacy, where the vaccine confers partial protection until the booster dose is administered. Full protective efficacy from the vaccine (maximum published efficacies) is assumed to begin after the booster dose. Because immunity may wane with time, the model assumes that the full protection provided after booster dose persists up to 3 years of age. Thereafter, full protection from the vaccine is assumed to decline lineally by 28% each year, up to the age of 10 years, when any direct protection is assumed to disappear, as previously detailed [9] .
No herd immunity was considered in the base case scenario. There is no clear pattern in herd effect observed across countries following the introduction of PCV7 for the reduction of invasive disease [11, 12, 14] . To date, the magnitude of the net indirect effect in the US has not been clearly replicated in other settings with high PCV7 use. Due to the lack of a clear herd effect process and the fact that the net indirect effect result may be a consequence of many different factors (e.g. vaccine and non-vaccine serotype coverage, duration of national immunization, epidemiology, vaccine schedule, immunization coverage, force of infection, contact matrix and demography), no herd immunity was considered in the base case scenario to produce a conservative analysis. In the scenarios where herd immunity was evaluated, we used a fixed herd effect value. In this scenario only herd protection against invasive disease was modeled. A net reduction of 15.4% was assumed in children under five and a net reduction of 29% was assumed from five years old until death [46] .
Costs
Both direct and indirect costs were included in the model. Direct costs comprised: vaccine cost and cost of treatment for pneumococcal diseases and sequelae, and are reported in 2008 US Dollars (US$) for Brazil, Chile, Colombia, México and 2009 US$ for Argentina and Peru. The differences in cost years in some of the countries are due to the date of availability of costs when they were obtained and also we tried to match the epidemiological data years. They were not inflationed or deflated to a common country date due to the potential error that it can be introduced with this methodology because of particular characteristics of regional economies [47] . Given that costs for acute conditions are incurred in the same year as that of the analysis, no discount was applied to them. However, an annual 3.5% discount was applied to future costs associated to sequelae or chronic consequences. We estimated country specific costs for pneumococcal disease and for sequelae. Micro-costing method was used which permits use of detailed resource categories as well as utilization rates and unit prices for each health event. In all countries utilization rates for each event were estimated by Delphi method. Unit costs reported by SOAT [48] and by IMSS [49] were selected for resources used for health events and hearing sequelae (hearing aids and cochlear implants) for Colombia and Mexico, respectively. In Chile costs for resources were obtained from CIGES 2008 (Centro de Capacitación, Investigación y Gestión para la Salud Basada en Evidencias (2008) Ministerio de Salud de Chile) and (Temuco: Universidad de La Frontera. Unpublished data) and unit costs for hearing sequelae were obtained from Garantías Explícitas en Salud [50] . In Brazil, unit costs for health event resources were provided by SIA/ SUS and DATASUS [24, [51] [52] [53] and for hearing sequelae by DATASUS. However, for events requiring hospitalizations in Brazil, final costs were estimated by macro-costing method (DATASUS source) [24] . In Peru, costs were estimated as an average from three different sources, representing public [54] , social security (from Sub Gerencia de Costos del Seguro Social de Salud, personal communication) and private sectors (from Complejo Hospitalario San Pablo, personal communication). The same approach was used for Argentina, taking into account the proportion of persons in each subsector [55] . Table 4 shows the resulting costs for the events included in the model. Vaccination costs included those corresponding to unit dose cost, average number of doses, coverage rates, supplies and human resources. Cost of 20 US$ per dose was used, assuming 10% losses from waste and 1 US$ cost of administration according to Constenla et al. [56] .
Indirect costs were estimated based on loss of productivity due to premature mortality from pneumococcal related diseases and costs incurred by family members caring for sick children. To assess the former, current net value of expected future earnings according to age at time of death was estimated (accumulating at a yearly discount rate of 3.5%); and for the latter, indirect costs were calculated based on human capital approach for one parent during the acute event (in which case no discount applies given that losses fall within the year of analysis) based on mean wage salaries for each country [55, [57] [58] [59] [60] [61] .
Utilities
Normative utilities and disutilities values used in the model were obtained from international sources due to the lack of local data (see Table 5 for values used and references) and then used to estimate population Quality-Adjusted LifeYears (QALYs) loss. Losses in future utilities due to premature death or long term sequelae associated to events occurring during the study year were assigned to the present year at an annual discount rate of 3.5% in order to estimate the net present value. Life expectancy was estimated using normative utilities according to age [62] .
Cost-effectiveness
Comparison of health and economic results for PHiD-CV vaccination compared to no vaccination, allowed us to determine differences in health benefits and costs attributable to vaccination. Based on these results, and in the case where vaccination was more costly as well as more effective, incremental cost-effectiveness ratio (ICER) per QALY saved and Life Year gained was estimated, representing additional costs per year of life gained adjusted for quality.
The main analysis was performed from a payer's perspective, in which only direct costs were considered. For this analysis, we used as a decision rule the Commission on Macroeconomics and Health recommendations, which define as very cost effective those interventions costing less than one time the Gross Domestic Product (GDP) per capita for each disability adjusted life year (DALY) averted, and as cost-effective those interventions costing less than three times the GDP per capita for each DALY averted. These thresholds are adhered to by the WHO [67] . For our main analysis, we considered a cost-effectiveness threshold of less than three times 2008 Pneumococcal bacteremia 0.008 [63] Long term disutilities associated with sequelae ‡
Hearing loss due to AOM 0.090 [65] Neurologic sequelae due to meningitis 0.400 [66] Hearing loss due to meningitis 0.200 [66] AOM, Acute Otitis Media. †Applied to current year without discount. ‡Applied to current and subsequent years with discount. [68] .
Sensitivity analysis
We performed one-way sensitivity analyses to explore the impact of different parameters included in the model on study results (comparing PHiD-CV vaccination strategy against non-vaccination). Each parameter was varied between a range of values up and down from the base case value. For each change, the ICER was re-estimated and compared to the selected cost-effectiveness threshold. Results were considered robust when ICER variations were not sufficient to modify interpretation of cost-effectiveness of pneumococcal immunization. Table 6 shows the parameters included, the base case values and the parameters ranges used in the sensitivity analyses.
Results
The projected health outcomes without routine immunization with PHiD-CV are shown in Table 7 . Table 8 summarizes the same results but with PHiD-CV vaccination. All the results and estimations are from birth till 10 years old. The number of cases prevented in the current year is provided for each country. The number of deaths avoided and the total number of life years and QALYs gained are also shown. Vaccination with PHiD-CV caused an important reduction in number of disease events for all health outcomes. The largest effect in percentage reduction of cases was observed in pneumococcal meningitis (range 26.56% for Peru up to 47.44% for Colombia), neurologic sequelae after meningitis (range between 37.80% for Peru and 65.46% for Brazil) and bacteremia (range 42.34% for Argentina up to 49.34% for Colombia). Otherwise in absolute number of cases the largest effect was observed in pneumonia and AOM. Also, the model showed a significant proportion of pneumococcal related deaths were averted annually after PHiD-CV introduction (range between 17.65% for Peru and 33.43% for Brazil). Overall, the health benefits achieved with PHiD-CV vaccination resulted in a lower QALY loss (range from 14.73% lower for Peru up to 26.28% for Brazil). The differences between countries could be explained due to differences in specific etiology and serotype distribution estimations. There were no much differences on pneumonia effect because its etiology was not considered in the model but differences were shown in otitis, meningitis and bacteremia based on considering its specific etiology.
In addition to the health benefits, the introduction of PHiD-CV averted costs when compared with nonvaccination. Reduction in total direct costs varied between 13% for Peru and 17% for Argentina, representing a range of cost offsets between 3.69 million dollars (Peru) and 22.7 millions (Argentina). Economic benefits for PHiD-CV were in general greatest for AOM, this may be explained because AOM was the major cost driver in the base case scenario. Brazil was the only country were the major cost driver was pneumonia. These differences could be attributed to differences in incidence and events costs estimations between countries.
At a cost of 20 US$ for vaccine dose for all countries, compared to non-vaccination, cost-effectiveness analysis demonstrated significant health benefits in favor of 10-valent pneumococcal vaccination implementation, with ICER values between being cost saving in Chile ICER -230.13 US$ per QALY gained (where the vaccination strategy was less costly than the no vaccination one) to 7,088.64 US$ per QALY gained in Brazil ( Table 9 ). The cost saving ICER in Chile could be explained due to a greater estimation of disease burden in comparison to other countries in pneumonia and AOM cases being the intervention relatively more cost effective. Chilean pneumonia hospitalizations were obtained from national health statistics and AOM cases from a local Chilean study, maybe these higher values can be explained due to a more developed statistics system or in the case of AOM due to a more detection of cases because of active surveillance in the context of the study. This greater pneumonia and AOM disease burden estimation associated with the impact shown in the sensitivity analysis of the pneumonia hospitalization reduction parameter could lead to a cost saving ICER estimation in Chile. The results of the costeffectiveness analysis under different scenarios (considering herd protection and indirect costs) are also presented (Table 10 ). As shown in the table, the incorporation of indirect costs had a greater influence than that of herd immunity (in the assumed scenario). Table 9 contains main results expressed in International Dollars (I$) [68] in comparison with 3 GDP threshold.
Sensitivity analyses performed on the ICER of PHiD-CV vaccination compared with non-vaccination is shown in Table 11 . The most influential variables are listed. In general, variables related to AOM and pneumonia had the greatest impact on ICER in all countries except Brazil, where IPD related variables affected ICER most (these can be explained due to the high estimation of bacteremia in Brazil in comparison with others countries). Nonetheless, changes were never large enough to surpass 3 times GDP cost-effectiveness threshold. Even considering 1 GDP, most countries estimations were below this threshold indicating that cost effectiveness estimations were robust.
Conclusions
The initial economic evaluations of pneumococcal conjugated vaccines provided conflicting results. A review of studies in Europe and the US by De Graeve et al. [69] concluded that economic attractiveness of universal PCV vaccination strategies were dependent on both vaccine cost and willingness of decision makers to adopt a societal perspective. Similarly, Beutels et al. published a review of 15 economic analyses of heptavalent pneumococcal conjugate vaccine [70] and found that the cost of the vaccination program and the impact of herd immunity were highly influential parameters for cost effectiveness. Those studies considered high vaccine prices per dose and do not include AOM in the analysis. More recent studies in Latin America estimated PCV7 to be cost effective for the overall region [71] and for Brazil, Chile and Uruguay [56] considering AOM in their evaluated outcomes.
The results of the present analysis show that the introduction of the 10-valent pneumococcal non-typable Haemophilus influenzae protein D-conjugate vaccine into routine infant immunization programs in Latin American countries can significantly reduce the health and economic burden of pneumococcal disease. Vaccination with PHiD-CV in a 3 + 1 schedule at 20 US$ per dose proved to be a cost effective intervention, according to international criteria, in all countries analyzed. This result was achieved mainly due to the high disease burden averted (high pneumococcal serotypes coverage and protection against NTHi associated AOM) and the vaccine cost estimated in the base case scenario. In addition, the results obtained in this analysis proved to be robust, and the cost effectiveness of the vaccine was below the 3 GDP per capita threshold based on WHO standards [67] , over a broad range of values for variables included in sensitivity analysis. In Brazil alone, the results were slightly above 1 GDP per capita while in the other countries the results were below this conservative threshold. The project lasted for many years and the most difficult challenge was to obtain model parameters prioritizing the use of local epidemiological data and costs.
Economic analyses in the Latin American region are often hindered by lack of epidemiological data. We conducted an extensive search of the literature to identify the best available data, validated by local experts for this study. Data reliability is crucial for accurate determination of outcomes. As an example, sources for AOM incidence rates were very scarce in our region and as mentioned, they have a great impact on study results. Surveillance studies usually overestimate AOM incidence rates while case report studies tend to underestimate them. A study of AOM in Boston children, reported an annual incidence rate of 120,000 per 100,000 children under 1 year of age [72] . Conversely, Arévalo et al. found an incidence rate of 1,260 per 100,000 children aged < 1 year and 1,083 per 100,000 children aged 1 to 4 years in spontaneously reported cases of AOM in Mexico [73] . Melegaro et al. have reported an annual AOM consultation rate of 24,000 per 100,000 children aged < 4 years [74] in the United Kingdom. Overall, we have used conservative AOM incidence rates based on three different local sources. In addition, some of the epidemiological data used were obtained from national health statistics and in absence of information, we based our analysis on expert opinion and Delphi panels. On the other hand, utility and disutility values were obtained from international sources due to lack of local data. Regarding model assumptions, as etiology of pneumonia cases is not fully understood, we used a vaccine effectiveness estimate for all-cause pneumonia from a US clinical trial of PCV-7 for all countries. As explained, the variations observed in the percentage of cases and deaths averted between countries are based on the different specific etiology and serotype distribution estimations assumed for each country. We conducted an extensive one way sensitivity analysis and were able to conclude that our results are quite robust, although a study limitation that may underestimate decision uncertainty is that a probabilistic sensitivity analysis was not included [75] .
Some limitations of this study are that we did not include a comparison against other pneumococcal vaccines (at the time of the analysis the 13-valent vaccine was recently introduced in the market) and that we analyzed only one vaccination scheme (comparison information against different vaccination schemes was not available).
Assuming that a 2 + 1 scheme would be close in efficacy to a 3 + 1 but at a lower cost, the results of our analysis are conservative. In addition this was an ambitious project that lasted many years and we are now presenting the first results in this manuscript. Publications with further analysis on different scenarios (schedules) per country and comparison between vaccines are in progress. A few comparative studies [76, 77] on the cost effectiveness of pneumococcal conjugated vaccines were published recently, and their results are encouraging. Although the current PAHO revolving fund vaccine price per dose is around 14 USD, we used 20 USD per dose in our analysis to assume a conservative scenario. In our study, the vaccine shows to be highly cost effective even in this scenario. In Latin America, once a vaccine is included in the PAHO revolving fund there is no price negotiation.
In this study we are presenting a cost effectiveness evaluation of the incorporation of the 10-valent pneumococcal conjugate vaccine for several Latin American countries. In a context where decisions are not always driven by evidence, our study provides a detailed description of many aspects of the disease burden estimation needed to carry out an economic evaluation, and shows that the adoption of the vaccine has the potential to become a valid strategy to reduce disease burden and infant mortality while optimizing the use of available and scarce resources in these developing countries.
